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TABLE VII 



Compound 
(Table) 


MS 


MP 
(°C) 


j 'H NMR 


Can be prepared using: 


3 (IV) 


495 
(M+H) 


181-182 


IH), 4.4 (m, IH), 4.5 (bm, IH), 6.82 (dd, IH), 7.1 (dd, IH), 7.4 (t, IH), 
7.7 (m, 2H), 7.9 (s, 1H), 8.0 (dd, 1H) 


PromnU 1 1 

example iz 


2 (IV) 


495 
(M+H) 


111-112 


(m, 2H), 6.9-7.1 (m, 1H), 7.2-7.4 (m, 2H), 7.8 (m, 2H), 7.94 (d,lH), 
8.03 (d, IH), 10.9 (bm, 1H) 


cjttimpie i £. ana unai pruuuci 
isolated as Hydrochloride by 
treatment with a solution of HC1 in 
dioxan and evaporation. 


7 (IV) 


459 
(M+H) 


149-150 


(DMSO-D6) 5 1.2-3.7 (bm, 16H), 3.75 (s, 3H), 3.85 (bm, 1H), 4.6 (bm, 
1H), 5.05 (bm, 1H), 6.9 (m, 4H), 7.78 (m, 2H), 7.92 (d, 1H), 8.05 (m, 
1H), 11.0 and 11.8 (bm, 1H) 


As for 2 (IV) above 


8 (IV) 


463 
(M+H) 


126-127 


(DMSO-D6)8 1.2-3.6 (bm, 16H), 3.9(bm, lH),4.6bm, 1H), 5.14 
(bm, 1 H), 7.0 (d, 2H), 7.38 (d, 2H), 7.75 (m, 2H), 7.9 (m, 1 H), 8.05 (m, 
1H), 11.3 and 11.95 (bm, 1H) 


As for 2 (IV) above 


9 (IV) 


497 
(M+H) 


78-80 


(DMSO-D6) 5 1 .2-4.0 (bm, 1 7H), 4.6 (bm, 1H), 5.2 (bm, 1 H), 7.0 (dd, 
1H), 7.3 (m, 1H), 7.58 (d, 1H), 7.78 (d, 2H), 7.95 (d, 1H), 8.05 (m, 
1H)1 1.0 and 11.65 (bm, 1H) 


As for 2 (IV) above 



10 (IV) 


454 
(M+H) 


78-80 


(DMSO-D6) 5 1.2-3.6 (m, 17H), 4.25 (bm, 1H), 4.98 (m, IH), 7.03 (d, 
2H), 7.72 (m, 4H), 7.9 (s, 1H), 8.0 (m, 1H) 


Example 12 


11 (IV) 


465 
(M+H) 


82-83 


(DMSO-D6) 1.2-3.4 (m, 16H), 3.5 (bm, 1H), 4.3 (bm, IH), 4.85 (m, 
1H), 6.7 (m, IH), 7.0 (m, IH), 7.3 (q, IH), 7.7 (m, 2H), 7.9 (s, IH), 8.0 
(m, IH) 


Example 12 


12 (IV) 


447 
(M+H) 


64-65 


(DMSO-D6) 8 1.2 -3.3 (m, 16H), 3.45 (bm, IH), 4.25 (m, IH), 4.8 (m, 
IH), 6.9 (m, 2H), 7.1 (t, 2H), 7.75 (m, 2H), 7.9 (s, IH), 8.0 (dd, IH) 


Example 12 


13 (IV) 


500 
(M+H) 


110-111 


(DMSO-D6) 5 1.2-4.8 (bm, 24H), 6.95 (dd, 2H), 7.5 (m, 2H), 7.8 (m, 
2H), 7.95 (s, IH), 8.02 (d. IH), 9.85 (d, IH), 10.7 (bm, IH) 


As for 2 (IV) above 


14 (IV) 


457 
(M+H) 


140-142 


(DMSO-D6) 8 1.2-4.8 (m, 24H), 6.86 (bm, 2H), 7.02 (m, 2H), 7.75 
(bm, 2H), 7.90 (s, 1 H), 8.03 (bm, 1 H) 


Example 12 


15 (IV) 


491 
(M+H) 


94-95 


(DMSO-D6) 8 1.2-4.8 (bm, 24 H). 6.8 (bd, IH), 7.0 (bs, IH), 7.3 (d, 
IH), 7.75 (m, 2H), 7.9 (s, IH), 8.0 (m, IH) 


Example 12 


16 (IV) 


477 
(M+H) 


150-152 


(DMSO-D6) 8 1.2- 4.6 (bm, 21H), 7.0 ( bm, 2H), 7.3 (bm, 2H), 7.75 
(m, 2H), 7.9 (s, IH), 8.0 (m, IH) 


Example 12. 


17 (IV) 


461 
(M+H) 


219-220 


(DMSO-D6) 8 1.2-4.8 (bm, 21 H), 6.9- 7.3 (m, 4H), 7.75 (m, 2H), 7.92 
(s, lh), 8.02 (m, IH). 


As for 2 (IV) above 



18 (TV) 


511 

(M+H) 


1 104-105 


(DMSOD6) 8 1.2-5.0 (bm, 21H), 7.3 (d, IH) 7.4 (dd, IH), 7.6 (dd, 
IH), 7.75 (m, 2H), 7.95 (s, IH), 8.0 (d, IH), 9.5 and 9.7 (bs, 1H) 


Example 1 2 and final product 
isolated as trifluoroacetate by 
evaporation of Reverse Phase HPLC 
fractions. 


19 (IV) 


495 
(M+H) 


76-77 


(DMSO-D6) 5 1.2-5.0 (bm, 21H), 7.2 (m, IH), 7.3 (m, IH), 7.45 (m, 
IH), 7.75 (m, 2H), 7.95 (s, IH), 8.05 (m, IH), 9.5 (bm, 1H) 


As for 18 (IV) above 


20 (IV) 


479 
(M+H) 


230-232 


(DMSO-D6) 8 1 .2- 3.7 (bm, 1 9H), 4.4-4.7 (bm, 2H), 7.02 (t, 1 H), 7.3 
(m, 2H), 7.75 (ra, 2H), 7.95 (s, IH), 8.02 (d, 1H) 


As for 2 (IV) above 


21 (IV) 


495 
(M+H) 


69-70 


(DMSO-D6) 1.2-4.0 (m, 19 H), 4.4-4.8 (m, 2H), 7.3 (m, 2H), 7.5 (m, 
1HX 7.75 (m, 2H), 7.98 (s, 1H), 8.0 (m, 1H), 9.5 (bm, 1H) 


As for 1 8 (IV) above 


22 (TV) 


475 
(M+H) 


130-132 


(CDCM 5 1 0-3 6 (m 19H^ 3 7(s 3H 1 ! 4 6 (m 6 6-6 Q (m ^l-H 
7.7 (m, 2H), 8.0 (m, 2H) 


avo iui & \i v ) duove 


24 (IV) 


462 
(M+H) 


72-73 


(DMSO-D6) 1.6 (m, 2H), 1.8 (m,lH), 2.01 (m, 4H), 2.3 (m, IH), 2.55 
(m, 2H), 2.9 (m, 2H), 3.2 (m, 2H), 3.4 (m, IH), 3.58 (m, 2H), 3.8 (s, 
3H), 4.3 (bs, 2H), 4.6 and 4.8 (m, IH), 6.7 (d, 1H), 6.8-7.0 (m, 3H), 7.2 
(m, 1H), 7.5 (m, 1H), 9.5 (bs,lH) 


Examole 1 3 


26 (IV) 


458 
(M+H) 


111-112 


(DMSO-D6) 8 1.4- 3.6 (m, 17H), 3.8 (2s, 6H), 4.2-4.5 (m, 3H), 6.7 (m, 
2H), 6.82 (m, 2H), 6.9-7.2 (m, 2H) 


Example 1 3 


27 0V) 


440 
(M+H) 


73-75 


(DMSO-D6) 6 1.6-1.9 (m, 3H), 2.0- 2.3 (m, 5H), 2.4-2.6 (m, 2H), 2.9 
(m, 2H), 3.18 (m, 2H), 3.4 (m, 1H), 3.5 (m, 2H), 3.7 (s, 3H), 3.8 (s, 


Example 1 3 









3H), 4.2 (bs, 2H), 4.4 and 4.6 (2m, 1H), 6.7 (d, 1H), 6.9 (m, 5H), 7.0 
(d,lH), 9.7 (bm, 1H) 




28 (IV) 


462 
(M+H) 


81-83 


(DMSO-D6) 5 1.6 (m, 2H), 1.8 (m, 1H), 2.05 (m, 4H), 2.3 (m, 1H), 2.5 
(m, 1H), 2.9 (m, 2H), 3.2 (m, 2H), 3.3 (m, 2H), 3.4 (m, 1H), 3.55 (m, 
2H), 3.8 (s, 3H), 4.3 (bs, 2H), 4.6 and 4.8 (m, 1H), 6.62 (d, 1H), 6.81 
(d, 1H), 6.9 (s, 1H), 7.05 (m, 1H), 7.35 (m, 2H), 9.76 (bm,lH) 


Example 13 


29 (IV) 


424 
(M+H) 


97-99 


(DMSO-D6) 5 1.4-2.6 (m, 14H), 2.9 (m, 2H), 3.2 (m, 2H), 3.4 (m, 1H), 
3.55 (m, 2H), 3.8 (s, 3H), 4.3 (bs, 2H), 4.5 and 4.7 (m, IH), 6.65 (d, 
1H), 6.9 (m, 4H), 7.1 (m, 1H), 9.5 (bs, 1H) 


Example 13 


30 (IV) 


458 
(M+H) 


78-79 


(DMSO-D6) 5 1.5-2.6 (m, 13H), 2.3.(s, 3H), 2.9 (m, 2H), 3.2 (m, 2H), 
3.4 (m, 1H), 3.55 (m, 2H), 4.3 (bs, 2H), 4.55 and 4.75 (m, 1H), 6.67 
(d, 1H), 6.85 (m, 3H), 7.0 (dd, 1H), 7.32 (t, 1H), 9.5 (bs, 1H) 


Example 13 


31 (IV) 


444 
(M+H) 


100-101 


(DMSO-D6) 8 1.6 (m, 2H), 1.8 (m, 1H), 2.0 (m, 4H), 2.3 (m, 1H), 2.5 
(m, 2H), 2.9 (m, 2H), 3.18 (m, 2H), 3.4 (m, 1H), 3.5 (m, 2H), 3.8 (s, 
3H), 4.2 (bs, 2H), 4.6 and 4.8 (m, 1H), 6.62 (d, 1H), 6.8 (m, 2H), 7.0 
(m, 2H), 7.36 (m, 2H), 9.7 (bs, 1H) 


Example 13 


32 (IV) 


428 
(M+H) 


74-75 


(DMSO-D6) 1.6 (m, 2H), 1.8 (m, 1H), 2.0 (m, 4H), 2.3 (m, 1H), 2.5 
(m, 2H), 2.9 (m, 2H), 3.2 (m, 2H), 3.4 (m, 1H), 3.5 (m, 2H), 3.8 (s, 
3H), 4.2 (bs, 2H), 4.5 and 4.7 (m, IH), 6.7 (d, 1H), 6.85 (d, 1H), 6.9 (s, 
1H), 7.02 (m, IH), 7.04 (m, IH), 7.18 (m, 2H), 9.6 (m, IH) 


Example 13 



33 (IV) 


478 
(M+H) 


117-119 


(DMSO-D6) 8 1 .6-3.6 (m, 17H), 3.8 (s, 3H), 4.25 (bs, 2H) f 4.6 and 4.9 
(m, 1H), 6.6 (d, 1H), 6.8 (m, 2H), 7.3 (m, 1H), 7.4 (m, 1H), 7.6 (m, 
IH), 9.5(bs,lH) 


Example 13 


34 (IV) 


462 
(M+H) 


109-110 


(DMSO-D6) 8 1.6-3.6 (m, 17H), 3.8 (s, 3H), 4.25 (bs, 2H), 4.55 and 
4.85 (m, 1H), 6.6 (d, 1H), 6.8 (m, 2H), 7.2 (m, 1H), 7.3 (m, 1H), 7.45 
(m, IH), 9.5 (bs, 1H) 


Example 13 


37 (IV) 


442 
(M+H) 


89-90 


(DMSO-D6) 6 1.6-3.6 (m, 20H), 3.8 (s, 3H), 4.25 (bs, 2H), 4.45 and 
4.75 (m, 1H), 6.6 (d, 1H), 6.8 (m, 2H), 7.0 (m, 3H), 9.6 (bs, 1H) 


Example 13 


38 (TV) 


471 

(M+H) 


143-145 


(DMSO-D6) 5 1.6-3.6 (m, 19H), 4.2-4.8 (m, 2H), 7.0 (m, 1H), 7.2 (d, 
1H), 7.22 (s, IH), 7.8 (d, 1H), 8.5 (d, 1H), 8.8 (s, 1H) 


As for 18 (IV) above 


39 (TV) 


475 
(M+H) 


141-142 


(DMSO-D6) 5 1.6-3.6 (m, 16H), 4.2-4.8 (m, 2H), 6.9 (m, 1H), 7.2 (m, 
IH), 7.5 (m, 1H), 7.8 (d, 1H), 8.5 (d, 1H), 8.8 (d, 1H) 


As for 18 (TV) above 


41 (IV) 


471 

(M+H) 


160-162 


(DMSO-D6) 5 1.6-3.6 (m, 16H), 3.8 (s, 3H), 4.2-4.8 (m, 2H), 6.7 (m, 
IH), 6.9-7.2 (m, 2H), 7.8 (d, IH), 8.5 (d, IH), 8.8 (d, IH) 


As for 1 8 (IV) above 


42 (IV) 


453 
(M+H) 


116-118 


(DMSO-D6) 5 1.6-3.6 (m, 16H), 3.7 (s, 3H), 4.2-4.8 (m, 2H), 6.8-7.1 
(in, 3H), 7.82 (d, IH), 8.52 (d, IH), 8.8 (d, IH), 9.6 (bs, IH) 


As for 18 (IV) above 


43 (IV) 


475 
(M+H) 


109-110 


(DMSO-D6) 5 1.6-3.6 (m. 16H). 4.2-4.8 (m, 2H), 7.07 (in, IH), 7.35 
(m, 2H), 7.82 (d, IH), 8.52 (d, IH), 8.8 (d, IH), 9.6 (bs, IH) 


As for 18 (IV) above 


44 (IV) 


437 
(M+H) 


136-137 


(DMSO-D6) 5 1.6-3.2 (m, 15H), 3.3 (s, 3H), 3.6 (m, IH), 4.22 (m, 
IH), 4.5 (m, IH), 6.8 (d, 2H), 7.10 (d, 2H), 7.82 (d, IH), 8.52 (d, IH), 


Example 1 2 









8.8 (d, IH) 




89 (IV) 


471 
(M+H) 


100-102 


(DMSO-D6) 8 1.0-4.2 (m, 21H), 6.0 (m, IH), 6.18 (m, IH), 6.42 (m, 
IH), 7.02 (d, IH), 7.6 (d, IH), 7.85(d, IH) 


As for 18 (IV) above 


47 (IV) 


441 

(M+H) 


133-136 


(DMSO-D6) 8 1.6-4.8 (m, I8H), 6.9-7.2 (m, 4H), 7.82 (d, IH), 8.52 (d, 
lH),8.8(d, IH) 


As for 1 8 (IV) above 


48 (IV) 


491 
(M+H) 


105-106 


(DMSO-D6) 8 1.6-4.8 (m, 18H), 6.3 (d, IH), 6.4 (d, IH), 6.58 (s, IH), 
6.9 (d, IH), 7.52 (d, IH), 7.8 (d, IH) 


As for 18 (IV) above 


49 (IV) 


475 
(M+H) 


123-125 


(DMSO-D6) 8 1.6-4.8 (m, 18H), 7.2 (m, IH), 7.3 (m, IH), 7.45 (m, 
IH), 7.82(d, IH), 8.52 (d, IH), 8.8 (d, IH) 


As for 18 (IV) above 


50 (IV) 


459 
(M+H) 


93-94 


(DMSO-D6) 8 1.6-4.8 (m, 18H), 7.05(m, IH), 7.3 (m, 2H), 7.82(d, 
IH), 8.52 (d, IH), 8.8 (d, IH), 9.7 (bm, IH) 


As for 18 (IV) above 


271 (IV) 


507 
(M+H) 


102-103 


(DMSO-D6) 8 1.6-3.8 (m, 16H), 3.3 (s, 3H), 3.8 (d, 3H), 4.4-4.7 (m, 
2H), 6.95 (m, IH), 7.1 (m, 2H), 7.78 (m, 2H), 7.95 (s, IH), 8.03 (d, 
IH) 


Example 12 


272 (IV) 


505 
(M+H) 


97-98 


(DMSO-D6) 8 1.6-4.8 (m, 27H), 7.1 (s, 2H), 7.6 (m, 2H), 7.95 (s, IH), 
8.03 (d, IH) 


As for 18 (IV) above 


273 (IV) 


511 
(M+H) 


110-112 


(DMSO-D6) 8 1.4-3.8 (m, 16H), 3.3 (s, 3H), 4.4-5.0 (m, 2H), 7.22 (m, 
2H), 7.3 (m, IH), 7.75 (m, 2H), 7.95 (s, IH), 8.02 (d, IH) 


As for 1 8 (IV) above 


274 (IV) 


511 
(M+H) 


114-115 


(DMSO-D6) 8 1.4-3.8 (m, 16H), 3.3 (s, 3H), 4.4-5.0 (m, 2H), 7.02 (m, 
IH), 7.4 (m, 2H), 7.75 (m, 2H), 7.95 (s, IH), 8.02 (d, IH) 


Example 12 



275 (IV) 


491 
(M+H) 


88-89 


(DMSO-D6) 6 1.4-3.8 (m, 16H), 2.25 (s, 3H), 3.3 (s, 3H), 4.2-4.8 (m, 
2H), 7.02 (ro, 2H), 7.22 (m, IH), 7.75 (m, 2H), 7.95 (s, 1H), 8.02 (d, 
1H) 


Example 12 


276 (IV) 


491 
(M+H) 


182-183 


(DMSO-D6) 5 1.4-3.8 (m t 16H) f 2.25 (s, 3H), 3.3 (s, 3H), 4.4-4.6 (m, 
2H). 6.74 (d, IH), 7.02 (s, IH), 7.22 (d, IH), 7.75 (m, 2H), 7.90 (s f 
1H), 8.0 (d, IH) 


Example 12 


277 (IV) 


499 
(M+H) 


162-164 


(DMSO-D6) 8 1.6-3.8 (m, 19H), 2.25 (s, 3H) t 3.3 (s, 3H),4.5-5.0 (m, 
2H), 7.14 (t, IH), 7.8 (m, 4H), 7.95 (m,lH), 8.02 (d, 1H), 10.9 (bm, 
1H) 


As for 2 (IV) above 


278 (IV) 


528 
(M+H) 


120-122 


(DMSO-D6) 5 1.5-5.0 (ra, 29H), 6.9-7.2 (m, 4H), 7.75 (m, 2H), 7.95 
(s, 1H),8.02 (d, IH), 10.2 (bs, IH), 11.0-11.3 (bm, 1H) 


As for 2 (TV) above I 


279 (IV) 


505 
(M+H) 


97-99 


(DMSO-D6) 8 1.18 (t, 3H), 1.6-3.7 (m, I7H), 2.62 (q, 2H), 3.3 (s, 3H), 
4.4-4.8 (m, IH), 6.8-7.1 (m, 2H), 7.3 (m, IH), 7.75 (m, 2H), 7.95 (s, 
lH),8.02(m, lH),9.4(bs, IH) 


Example 12 


280 (TV) 


494 
^IVl^rl ) 


138-140 


(DMSO-D6) 8 1 .8 (m, 2H), 2.1-4.4 (m, 14H), 3.3 (s, 3H), 4.62 (bm, 
IH), 4.9 and 5.1 (m, IH), 7.65 (m, IH), 7.8 (m, 2H), 7.85 (m, 2H), 7.95 
(d, IH), 8.01 (d, IH), 8.3 (t, IH), 9.0 (t, IH), 9.15 (t, IH), 10.35 (bs, 
IH), 1 1.5 (bs, IH) 


As for 2 (TV) above 


281 (IV) 


499 
(M+H) 


98-99 


(DMSO-D6) 8 \2 (s, 9H), 1.3-3.6 (m, 20H), 4.5 (m, IH), 6.8 (t, IH), 
6.9 (d, IH), 7.1 (t, IH), 7.2 (d, IH), 7.7 (m, 2H), 7.9 (s, IH), 8.0 (d, 


Example 12 









IH) 




282 (IV) 


483 
(M+H) 


79-80 


(DMSO-D6) 8 1 .2-3.6 (m, 22H), 3.3 (s, 3H), 4.22 and 4.5 (m, 2H), 
6.67 (d, IH), 6.8 (s, IH), 7.08 (d, IH), 7.75 (m, 2H), 7.9 (s, IH), 8.0 (d, 
IH) 


Example 12 


283 (IV) 


559 
(M+H) 


113-115 


(DMSO-D6) 8 1-1.48 (m, 29H), 3.3 (s, 3H), 7.0 (m, IH), 7.18 (m, 2H), 
7.75 (m, 2H), 7.9 (s, IH), 8.0 (m, IH) 


Example 12 


284 (IV) 


520 
(M+H) 


111-112 


(DMSO-D6) 8 1.6^.0 (m, 19H), 4.6 and 4.9 (m, 2H), 7.2 (m, IH), 7.4- 
7.8 (m, 6H), 7.95 (s, IH), 8.02 (d, IH), 9.5 (bm, IH) 


As for 18 (IV) above 


285 (IV) 


544 
(M+H) 


111-112 


(DMSO-D6) 8 1.6-3.2 (m, 15H), 3.3 (s, 3H), 3.5 (m, IH), 4.5 and 4.6 
(m, 2H), 6.9 (d, IH), 7.35 (d, IH), 7.5 (dd, IH), 7.75 (m, 2H), 7.81 (d, 
IH), 7.9 (s, IH), 8.0 (dd, IH), 8.68 (d, IH) 


Example 12 


286 (IV) 


491 
(M+H) 


115-117 


(DMSO-D6) 8 1.6-3.2 (ra, 16H) r 3.3 (s, 3H), 3.35-3.6 (m, 3H), 4.4 - 
4.9 (m, 2H), 6.9 (m, IH), 7.0-7.2 (m, 2H), 7.75 (m, 2H), 7.92 (s, IH), 
8.02 (m, IH) 


Example 12 


287 (TV) 


443 
(M+H) 


142-144 


(DMSO-D6) 8 1.6-3.4 (m, 14H), 3.3 (s, 3H), 3.4-3.7 (m, 2H), 4.6 - 4.8 
(m, 2H), 7.0 (m, 3H), 7.3 (m, 2H), 7.75 (m, 2H), 7.92 (s, IH), 8.04 (dd, 
IH) 


Example 12 


288 (IV) 


525 
(M+H) 


84-86 


(DMSO-D6) 8 1.6-3.4 (m, 22H), 4.2 - 4.7 (m, 2H), 7.38 (d, IH), 7.5 (d, 
IH), 7.75 (m, 2H), 7.95 (s, IH), 8.02 (m, IH) 


As for 18 (IV) above 



289 (IV) 


491 

(M+H) 


149-151 


(DMSO-D6) 5 1 .3-2.0 (m, 8H),2.22 (s, 3H), 2.3-2.6 (m, 4H), 2.8 (m, 
2H), 3.1 (m, 1H), 3.3 (s,3H), 3.5 (m, IH), 43-4.6 (m, 2H), 6.84 (dd, 
IH), 7.0 (d, 1H),7.2 (m, IH), 7.75 (m, 2H), 7.9 (s, IH), 8.0 (dd, 1H) 


Example 1 2 


290 (TV) 


502 
(M+H) 


93-95 


(DMSO-D6) 8 1.6-4.0 (m, 16H), 3.3 (s, 3H), 4.4-5.1 (m, 2H), 7.4 (t, 
IH), 7.8 (m, 3H), 7.9-8.1 (m, 3H), 9.5-10.0 (bm, 1H) 


As for 18 (IV) above 


293 (IV) 


445 
(M+H) 


66-68 


(DMSO-D6) 5 1.6-3.0 (m, 7H), 2.8 (ra, 1H), 3.2 (m, 3H), 3.3 (s, 3H), 
3.4-3.7 (m, 4H), 4.62 (m, IH), 5.1- 5.4 (m, 2H), 7.2 (m, 1H), 7.8 (m, 
2H), 7.95 (m, I H), 8.02 (d, IH). 8.6 (m, 2H), 9.5 (bs, 1H) 


Example 1 5 


339 (I) 


(M+H) 
458 


foam 


(DMSO-D6) 8 1 .42 - 1 .70 (ra, 5H), 1 .84 - 1 .94 (m, 3H), 2.35 - 2.42 
(m, 2H), 2.54 - 2.62 (m, IH), 2.73 - 2.87 (m, 3H), 3.02 - 3.10 (m, 1H), 
3.30 - 3.36 (m, 1 H), 4.39 - 4.44 (m, 1 H), 4.53 - 4.57 (m, 1H), 6.95 - 
6.99 (m, 1H), 7.24 - 7.25 (m, 1H), 7.47 - 7.50 (m, IH), 7.56 - 7.67 (m, 
2H), 7.77 - 7.82 (m, 1H), 7.94 - 7.96 (m, IH) 


Example 2 step c 


340 (I) 


(M+H) 
484 


156-157 


(DMSO-D6) 8 1 .40 - 1 .99 (m, 8H), 2.35 - 2.46 (m, 2H), 2.54 - 2.62 
(m, IH), 2.73 - 2.85 (m, 3H), 3.02 - 3.13 (m, IH), 3.60 - 3.72 (m, IH), 
4.39 - 4.47 (m, IH), 4.51 - 4.64 (m, IH), 6.96 - 7.00 (ra, IH), 7.25 - 
7.26 (m, IH), 7.50 (d, IH), 7.59 - 7.63 (m, IH), 7.74 - 7.78 (m, IH), 
8.06 - 8.09 (m, 2H), 8.45 - 8.48 (m, IH), 8.96 - 8.98 (m, IH) 


Example 2 step c 



341 (I) 


(M+H) 
485 


127-129 


(DMSO-D6) 8 1 .44 - 1 .99 (m, 8H), 2.40 - 2.48 (m, 2H), 2.58 - 2.67 
(m, IH), 2.75- 2.90 (m, 3H), 3.04 - 3.16 (m, IH), 3.56 - 3.69 (m, IH), 
4.40 - 4.49 (m, 1 H), 4.53 - 4.63 (m, 1 H), 6.96 - 7.00 (m, 1 H), 7.26 - 
7.27 (m, IH), 7.48 - 7.51 (m, IH), 7.85 - 7.88 (m, IH), 8.09 - 8.1 1 (m, 
IH), 8.16 - 8.19 (m, IH), 9.01 (s, 2H) 


Example 2 step c using Quinoxaline- 
6-carboxylic acid (obtained from 
hydrolysis of the commercially 
available Quinoxaline-6-carboxylic 
acid methyl ester) 


342 0) 


(M+H) 
532 


foam 


(DMSO-D6) 8 1 .36 - 1 .44 (2H, m), 1 .55 - 1 .61 (2H, m), 1 .76 - 1 .82 
(2H, m), 1.89 - 1.96 (2H, m), 2.34 - 2.41 (3H, m), 2.72 - 2.80 (2H, m), 
2.95 (2H, t), 3.21 (3H, s), 4.15 - 4.22 (2H, m), 4.38 - 4.46 (IH, m), 5.87 
(2H, s), 6.96 - 6.99 (2H, m), 7.24 - 7.26 (2H, m), 7.49 (1 H, d), 8.34 
(lH,s) 


Example 2 step c using 3-Amino-4- 
methanesulfonyl-thiophene-2- 
carboxylic acid (obtained from 
hydrolysis of the commercially 

available 3-Amino-4- 
methanesulfonyl-thiophene-2- 
carboxylic acid methyl ester) 


63 (IV) 


491 
(M+H) 


127-129 


(DMSO-D6) 8 1 .42 - 1 .96 (8H, m), 2.26 (3H, s), 2.32 - 2.41 (2H, m), 
2.53 - 2.59 (2H, m), 2.67 - 3.1 1 (4H, m), 3.24 (3H, s), 4.28 - 4.35 (2H, 
m), 6.77 - 6.81 (IH, m), 6.95 (IH, d), 7.26 (IH, dd), 7.50 (IH, ddd), 
7.70 (IH, d), 7.76 - 7.82 (IH, m), 7.98 (IH, ddd) 


Example 2 step c 


79 (IV) 


497 
(M+H) 


168-169 


(DMSO-D6) 8 1.41 - 1.49 (2H, m), 1.53 - 1.60 (2H, m), 1.80 (2H, d), 
1.92 (2H, dz), 2.27 (3H, s), 2.38 (2H, t), 2.54 - 2.62 (2H, m), 2.77 (2H, 
t), 2.93 - 3.12 (2H, m), 3.40 (3H, s), 4.33 (2H, dt), 6.80 (IH, dd), 6.95 
(IH, d), 7.26 (IH, d), 7.49 (IH, d), 7.77 (IH, d) 


Example 2 step c 



423 (i\ 


499 


1 Ol 1 ©*» 

lol-loj 


(DMSCMr) 5 1.44 - 1.63 (6H, ra), 1 .91 - 1 .98 (3H, m), 2.36 - 2.39 
(2H, m), 2.53 - 2.62 (4H, m), 2.76 - 2.90 (2H, m), 3.03 - 3.11 (IH, m), 
3.34 - 3.42 (1 H, m), 4.40 - 4.45 ( I H, m), 4.56 - 4.64 (1 H, ra), 6.96 - 
6.99 (1H, m), 7.24 (1H, s), 7.48 - 7.51 (IH, ra), 7.61 - 7.65 (IH, m), 
8.39 - 8.47 (2H, m), 9.06 - 9.08 (1H, m) 


Example 2 step c 


3/0 {I) 


jivrri-ij 
473 


1 /4C 1/1*7 

145-147 


(DMSO-D 0 ) 8 1.33 - 1 .45 (2H, in), 1.53-1 .64 (2H, m), 1 .76 - 1.94 
(4H, m), 2.36 - 2.44 (2H, m), 2.55 - 2.64 (1H, m), 2.70 - 2.80 (3H, m), 
3.03 - 3.15 (1H, m), 4.35 - 4.44 (1H, m), 4.51 -4.61 (1H, m), 5.08 - 
5.20 (1 H, m). 6.93 - 7.00 (2H, m), 7.25 - 7.34 (2H f m), 7.45 - 7.50 
m), /.57 - 7.63 (IH, in), 8.33 (IH, s), 8.50 - 8.62 (1H, m) 


Example 2 step c 


580(1) 


(M+H) 
500 


>200 


(DMSO-D°)S 1.43- 1.65 (4H,m), 1.85- 1.96 (3H, m), 2.32-2.41 
(2H, m), 2.54 - 2.62 (2H, m), 2.73 - 3.14 (4H, m), 3.40 - 3.47 (1H, m), 
4.37 - 4.45 (IH, m), 4.53 - 4.62 (1H, m), 6.45 (IH, d), 6.93 - 7.00 (1H, 
m), 7.17 - 7.26 (2H, m), 7.33 - 7.59 (4H, m), 1 1.99 (IH, s) 


Example 2 step c 


419(1) 


(M+H) 
464 


>200 


yuivici^j-u ) o l ,zj - i .oo \ jfl, m ) y i. ti - l .o 1 (^H, mj, 1 .oo — 1 .5/3 
(2H, m), 2.22 (3H, s), 231 - 2.40 (2H, m), 2.60 - 2.78 (3H, m), 2.92 - 
3.00 (IH, m), 3.44 - 3.52 (IH, m), 4.36 - 4.49 (2H, m), 5.92 - 6.1 1 (IH, 
m), 6.9 1 - 7.06 (IH, m), 7.25 (IH, s), 7.30- 7.41 (IH, m), 7.44 -7.54 
(lH,m), 1 1.86(1 H,s) 


Example 2 step c 



550(1) 


(M+H) 
484 


80-85 


(DMSO-D°) 5 1.40 - 1.65 (5H, m), 1.83 - 1.96 (3H, m), 2.31 - 2.43 
(2H, m), 2.50 - 2.56 (IH, m), 2.69 - 2.92 (4H, m), 3.08 - 3.17 (IH, m), 
4.36 - 4.42 (IH, m), 4.65 - 4.7S (IH, m), 6.94 - 7.00 (IH, m), 7.19 - 
7.25 (IH, m), 7.45 - 7.50 (IH, m), 7.58 - 7.71 (3H, m), 8.00 - 8.05 
(IH, m), 8.39 - 8.46 (IH, m), 8.91 - 8.96 (IH, m) 


Example 2 step c 


426(1) 


(M+H) 
464 


158-159 


(DMSO-D6) 8 1.36 - 1.45 (2H, m), 1.53 - 1.61 (2H, m), 1.72 - 1.79 
(2H, m), 1.88- 1.96 (2H,m), 2.35-2.43 (2H, m), 2.52 - 2.57 (IH, m), 
2.72 - 2.79 (2H, m), 2.85 - 2.94 (2H, m), 3.32 - 3.38 (IH, m), 3.49 
(3H, s), 3.99 - 4.12 (IH, m), 4.34 - 4.51 (IH, m), 6.36 (IH, d), 6.90 - 
7.06 (IH, m), 7.21 - 7.29 (IH, m), 7.42 - 7.54 (2H, m), 7.91 - 8.03 (IH, 
m) 


Example 2 step c 


416(1) 


(M+H) 
448 


133-135 


(DMSO-D6) 8 1.38 - 1.45 (2H, m), 1.53 - 1.60 (2H, m), 1.66 - 1.84 
(2H, m), 1.88 - 1.95 (2H, m), 2.34 - 2.41 (2H, m), 2.51 - 2.58 (IH, m), 
2.73 - 2.78 (3H, m), 3.01 - 3.10 (IH, m), 3.29 - 3.36 (3H, m), 3.53 - 
3.63 (lH,m), 4.38 -4.53 (2H,m), 6.94-7.01 (IH, m), 7.21-7.28 
(IH, m), 7.29 - 7.35 (IH, m), 7.47 - 7.52 (IH, m), 7.68 - 7.75 (IH, m), 
8.42- 8.50 (lH,m) 


Example 2 step c 


575 (I) 


(M+H) 
645 


140-142 




Example 2 step c 



534(1) 


(M+H) 
543 


189-190 




Example 2 step c 


294 (TV) 


(M+H) 
529 


foam 


(CDC1 3 )6 L32- 1.45 (lH,m), 1.56-1.71 (2H,m), 1.79-2.01 (5H, 
m), 2.46 - 2.61 (3H, m), 2.79 - 2.87 (3H, m), 2.92 - 3.16 (4H, m), 3.36 - 
3.42 (1 H, m), 4.28 - 4.33 (1H, m), 4.79 (1H, t), 6.90 (2H, dd), 7.12 
(1H, dt), 7.49 (1H, dd), 7.89 (1H, ddd), 8.01 (1H, dd) 


Example 2 step c 


67 (IV) 


(M+H) 
495 


132-133 


(CDC1 3 ) 5 1 .38 - 1 .65 (2H, m), 1 .73 - 2.04 (6H, m), 2.40 - 2.67 (3H, 
m), 2.72 - 2.89 (3H, m), 2.99 - 3.08 (IH, m), 3.23 - 3.28 (3H, m), 3.33 - 
3.53 (IH, m), 4.21 - 4.33 (1H, m), 4.61 - 4.86 (IH, m), 6.87 - 6.92 (2H, 
m), 7.10 - 7.14 (IH, m), 7.31 - 7.37 (IH, m), 7.55 - 7.70 (2H, m), 8.07 
(lH,td) 


Example 2 step c 


83 (IV) 


(M+H) 
501 


foam 


(CDC1 3 )5 1.50- 1.63 (2H,m), 1 .85 - 2.00 (6H, m), 2.44-2.51 (2H, 
m), 2.56 - 2.66 (1H, m), 2.80 - 2.88 (2H, m), 3.01 (2H, s), 3.20 (3H, s), 
4.27 - 4.51 (3H, m), 6.91 (2H, dd), 7.13 (IH, dt), 7.23 (IH, d), 7.63 
(1H, d) 


Example 2 step c 


295 (IV) 


(M+H) 
491 




(CDC1 3 ) 5 1.75 - 2.03 (10H, m), 2.18 - 2.19 (3H, m), 2.44 - 2.54 (2H, 
m), 2.77 - 2.89 (3H, m), 3.00 - 3.09 (1H, m), 3.23 - 3.28 (3H, m), 3.36 - 
3.52 (IH, m), 4.63 - 4.85 (1H, m), 6.70 - 6.75 (1H, m), 7.05 - 7.1 1 (2H, 
m), 7.31 - 7.37 (1H, m), 7.56 - 7.68 (2H, m), 8.05 - 8.10 (1H, m) 


Example 2 step c 



568 (I) 


(M+H) 
558 




(DMSO-D6) 6 1.21 - 1.95 (8H, m), 2.35 - 2.42 (2H, m), 2.57 - 2.66 
(1H, m), 2.72 - 2.77 (2H, m), 3.08 - 3.17 (1H, m), 4.08 - 4.13 (1H, m), 
4.29 (2H, d), 4.40 - 4.46 (3H, m), 6.96 - 7.00 (1H, m), 7.25 - 7.26 (1H, 
m), 7.48 - 7.51 (1H, m), 7.58 - 7.62 (1H, m), 8.01 - 8.07 (2H, m), 8.40 - 
8.43 (1H, m), 8.75 - 8.78 (2H, m) 


Example 2 step c 


296 (IV) 


(M+H) 
525 




(CDCI3) 8 1.58 - 1.68 (4H, m), 1.85 (2H, s), 2.00 (2H, s), 2.19 (3H, s), 
2.51 - 2.59 (3H, m), 2.80 - 2.92 (3H, m), 2.98 - 3.16 (4H, m), 3.37 - 
3.43 (1H, m), 4.33 (1H, s), 4.76 - 4.85 (1H, m), 6.72 - 6.74 (1H, m), 
7.06 - 7.12 (2H, m), 7.45 - 7.53 (1H, m), 7.88 - 7.91 (1H, m), 8.00 - 
8.02 (1H, m) 


Example 2 step c 


471(1) 


472 
(M+H) 




8 1.40(m, 2H), 1.57(m, 2H), 1.79(m, 2H), 1.90(m, 2H), 2.40(m, 2H), 
2.58(m, lH)- 2.79(m, 2H), 2.87(m, 2H), 4.30(d, 2H), 4.43(m, 1H), 
6.97(dd,lH), 7.13(m, 2H), 7.25(d, IH), 7.43(d, 1H), 7.49(d, 1H), 
7.65(m,2H) 


Example 2 step c 


475(1) 1 


526 
(M+H) 




(DMSO-D6) 5 1 .67 - 1 .78 (m, 2H), 1 .95 - 2.09 (m, 3H), 2.18- 2.27 
(m, 2H), 2.44 (d 3H), 2.77 - 2.88 (m, 1H), 3.08 - 3.19 (m, 3H), 3.33 - 
3.52 (m, 5H), 3.59 - 3.67 (m, IH), 4.60 - 4.68 (m, 1H), 4.84 (s, 1H), 
7.05 (ddd, IH), 7.14 - 7.27 (m, IH), 7.37 (dd, IH), 7.55 (t, IH), 7.61 
(q, IH), 7.70 - 7.71 (m, 2H), 7.78 - 7.80 (m, IH), 7.86 - 7.89 (m, IH), 


Example 2 step c 



569(1) 


512 
(M+H) 




(DMSO-D6) 8 1 .65 - 1 .80 (m, 2H), 1 .99 - 2.09 (m, 2H), 2.19 - 2.30 
(m, 3H), 2.77 - 2.90 (m, 1H), 3.07 - 3.21 (m, 3H), 3.30 - 3.37 (m, 3H), 
3.47 - 3.57 (m, 2H), 3.59 - 3.71 (m, 1H), 4.59 - 4.69 (m, 1H), 4.82 - 
4.86 (m, 1H), 7.05 (ddd, 1H), 7.37 (dd, 1H), 7.49 (s, 2H), 7.55 (t, 1H), 
7.64 - 7.69 (m, 2H), 7.84 - 7.86 (m, 1H), 7.92 (td, 1H) 


Example 2 step c 


4770) 


507 
(M+H) 




(DMSOD6) 8 1 .64 - 1 .78 (m, 2H), 1 .99 - 2.09 (m, 2H), 2. 1 7 - 2.29 
(m, 3H), 2.70 - 2.85 (m, 1H), 3.04 - 3.19 (m, 3H), 3.28 - 3.38 (m, 3H), 
331 (s f 3H), 3.46 - 3.55 (m, 2H), 3.66 (t, 2H), 4.12 (t, 2H), 4.56 - 4.68 
(m, 1HX 4.81 - 4.86 (m, 1H), 6.94 - 6.97 (m, 2H), 7.04 (dd, 1H), 7.05 
(ddd, 1HX 7.34 - 7.39 (m, 2H), 7.55 (t, 1H), 


Example 2 step c 


584(1) 


592 
(M+H) 




(CDClj) 8 1.45 (s, 9H), 1.48 - 1.67 (m, 4H), 1.75 - 1.85 (m, 2H), 1.90 - 
2.03 (m, 3H), 2.42 - 2.51 (m, 2H), 2.56 (m, 1H), 2.71 - 2.84 (m, 3H), 
2.91 - 3.06 (m, 1H), 3.54 (q, 2H), 3.75 - 3.88 (m, 1H), 4.03 (t, 2H), 
4.27 (septet, 1 H), 4.68 - 4.82 (m, 1 H), 4.93 - 5.01 (m, 1 H), 6.75 (dd, 
1H), 6.90 - 7.00 (ra, 3H), 7.25 - 7.32 (m, 3H) 


Example 2 step c 


325 (I) 


491 
(M+H) 




(DMSO-D6) 8 1.69 - 1.83 (2H, ra), 1.98 - 2.1 1 (3H, m), 2.17 - 2.28 
(3H, m), 2.81 - 2.92 (1H, m), 3.08 - 3.21 (3H, m), 3.47 - 3.59 (2H, m), 
3.61-3.71 (1H, m), 4.61 -4.73 (2H, m), 4.82 - 4.86 (1H, m), 7.05 
(1H, ddd), 7.37 (1H, dd), 7.56 (1H, t), 7.77 (1H, ddd), 8.51 (1H, s), 
8.80 (1H, d) 


Example 2 step c using acid prepared 
according to Journal of Heterocyclic 
chemistry, 1972, pi 149 



585(1) 


507 
(M+H) 




(DMSO-D6) 8 1 .70 - 1 .78 (m, 2H), 2.00 - 2.09 (m, 2H), 2.18- 2.26 
(m, 2H), 3.05 - 3. 1 7 (m, 2H), 3.24 - 3.40 (m, 2H), 3.97 - 4.06 (m, 2H), 
4.44 - 4.52 (m, 2H), 4.59 - 4.70 (m, 2H), 4.73 (s, 2H), 4.81 - 4.86 (m, 
1H), 4.91 - 4.93 (m, 2H), 6.90 - 6.93 (m, 1H), 6.96 - 7.04 (m, 1H), 
7.07 - 7.1 1 (m, 1H), 7.17 - 7.20 (m, 1H), 7.34 - 7.43 (m, 2H), 7.52 - 
7.55 (m, 1H), 


Example 2 step c, using 3-tert- 
butoxycarbonylmethoxy-benzoic 
acid, followed by the addition of 
(1M) HC1 in ether to form final 
compound as hydrochloride salt. 
(HC1 also cleaved tert-butyl ester to 
leave acid.) 


586(1) 


492 
(M+H) 




(DMSO-D6) 8 1.56-1.87 (3H, m), 1 .94-2.17 (5H, m), 3.06-3.27 (7H, 
m), 3.50-3.78 (3H, m), 4.19 (2H, t), 4.57-4.69 (1H, m), 4.80-4.85 (1H, 
m), 6.98-7.10 (4H, m), 7.34-7.44 (2H, m), 7.57 (1H, dd) 


Prepared by deprotection of 584(1) 
using trifluoroacetic acid in 
dichloromethane 


588(1) 


551 
(M+H) 


145 


(CDClj) 8 0.09 (2H, dd), 0.44 (2H, dd), 0.83 - 0.89 (1H, m), 1 .67 - 
1.78 (2H, m), 1.96 - 2.09 (3H, m), 2.18 - 2.28 (4H, m), 2.78 - 2.89 (1H, 
m), 3.08 - 3.20 (4H, m), 3.34 (2H, s), 3.47 - 3.65 (3H, m), 4.59 - 4.68 
(1H, m), 4.84 (1H, s), 7.05 (1H, ddd), 7.36 (1H, dd), 7.55 (1H, t), 7.73 
- 7.81 (2H, m), 7.90 (1H, t), 8.00 (1H, d) 


Example 2 step c 


71 (IV) 


497 
(M+H) 




(CDC1 3 ) 8 1.56 (2H, qd), 1.79 - 1.99 (8H, m), 2.19 (3H, s), 2.45 - 2.52 
(2H, m), 2.60 (1H, tt), 2.76 - 2.83 (2H, m), 2.91 - 3.1 1 (2H, m), 3.21 
(3H, s), 4.28 - 4.35 (1H, m), 6.74 (1H, d), 7.05 - 7.12 (2H, m), 7.24 
(IH.d), 7.63 (1H, d) 


Example 2 step c 



245 (TV) 


486 
(M+H) 


120-126 


(CDC1 3 ) S 1.45 - 1.61 (2H, m), 1.80 - 2.03 (6H, m), 2.19 (3H, s), 2.45 - 
2.53 (2H, m), 2.54 - 2.62 (1H, m), 2.79 - 3.09 (4H, m), 3.80 - 3.99 (1H, 
m), 4.28 - 4.34 (1H, m), 4.62 - 4.81 (1H, m), 6.73 (1H, d), 7.05 - 7.12 
(3H, m), 7.30 (1H, dd), 7.47 (1H, d) 


Example 2 step c using 2-Oxo-2,3- 
dihydro-benzothiazole-6-carboxylic 
acid prepared according to Chem. 
Pharm. Bull. 1988, 36, p2253 


297 (IV) 


526 
(M+H) 


115-117 


(CDC1 3 ) 6 1 .42 - 1 .64 (2H, m), 1.78- 1 .87 (3H, m), 1 .93 - 2.01 (3H, 
m), 2. 1 9 (3H, s), 2.44 - 2.5 1 (2H, m), 2.57 ( 1 H, tt), 2.75 - 2.88 (3H, 
m), 3.01 - 3.14 (1H, m), 3.64 - 3.73 (1H, m), 4.27 - 4.33 (1H, m), 4.65 
- 4.74 (1H, m), 6.73 (1H, d), 7.07 (1H, dd), 7.1 1 (1H, d), 7.52 (1H, dd), 
7.58 (lH,d), 8.1 1 (lH,d) 


Example 2 step c 


298 (IV) 


480 
(M+H) 


120-126 


(CDa 3 ) 6 1.31 - 1.66 (2H, m), 1.70 - 2.05 (6H, m), 2.19 (3H, s), 2.38 - 
2.60 (3H, 2.73 - 2.83 (2H, m), 2.85 - 3.1 1 (2H, m), 3.71 - 3.86 (1H, 
m), 4.26 - 4.35 (1H, m), 4.76 - 4.92 (1H, m), 6.73 (1H, d), 7.07 (1H, 
dd), 7.1 1 (1H, s), 7.19 - 7.34 (1H, m), 7.57 (1H, t), 7.59 - 7.68 (1H, m), 
7.73 (lH,t), 8.46 (1H, d) 


Example 2 step c 


214 (IV) 


514 
(M+H) 


96 


(CDClj) 6 1 .42 - 1 .62 (2H, m), 1 .74 - 2.02 (6H, m), 2. 1 9 (3H, s), 2.44 - 
2.61 (3H, m), 2.75 - 2.85 (3H, m), 2.95 - 3.1 1 (1H, m), 3.42 (2H, s), 
3.45 (3H, s), 3.78 - 3.93 (1H, m), 4.26 - 4.36 (1 H, m), 4.64 - 4.81 (1H, 
m), 6.74 (1H, d), 7.02 - 7.15 (3H, m), 7.27 (1H, s), 7.38 (1H, d) 


Example 2 step c 


589 (I) 


540 
(M+H) 




CCDCU) 8 1.52 - 1.62 (2H, m), 1.68 (1H, d), 1.84 (1H, d), 1.92 (2H, d), 
2.35 - 2.42 (2H, m), 2.52 - 2.55 (1H, m), 2.63 (6H, s), 2.72 - 2.83 (3H, 


Example 2 step c 









m), 2.99 - 3.13 (2H, m), 3.46 - 3.56 (2H, m), 4.38 - 4.45 (1H, m), 4.49 
(1H, d), 6.98 (1H, dd), 7.25 (1H, d), 7.49 (1H, d), 7.73 - 7.75 (2H, m), 
7.81 -7.83 (lH,m), 8.31 (lH,s) 




590(1) 


556 
(M+H) 




(DMSO-D6) 5 1.43 - 1.62 (4H, m), 1.66 (1H, d), 1.85 (1H, d), 1.89 - 
1 .97 (2H, m), 2.35 - 2.44 (3H, m), 2.73 - 2.87 (3H, m), 3.1 1 (1H, t), 
3.42 (3H, s), 3.52 (1H, d), 4.39 - 4.46 (1H, m), 4.50 (1H, d), 6.98 (1H, 
dd), 7.25 (1H, d), 7.49 (1H, d), 8.36 (1H, t), 8.54 (1H, t), 8.67 (1H, t) 


Example 2 step c 


591 (I) 


526 
(M+H) 




(DMSO-D6) 8 1.29 - 1.39 (2H, m), 1.90 (2H, d), 2.1 1 - 2.18 (1H, m), 
2.39 (2H, t), 3.13 (2H, t), 3.44 - 3.52 (2H, m), 3.65 - 3.73 (2H, m), 
3.82 - 3.91 (4H, m), 3.94 - 4.01 (2H, m), 4.47 - 4.57 (1H, m), 6.15 
(1H, d), 6.88 - 6.93 (1H, m), 6.95 (1H, dd), 7.03 (1H, d), 7.31 (1H, t), 
7.62 - 7.65 (1H, m), 8.32 - 8.51 (2H, m), 8.95 (1H, t) 


Example 2 step c 


593 (I) 


536 
(M+H) 




(DMSO-D6) 8 1 .42 - 1 .63 (4H, m), 1 .66 (1 H, d), 1 .84 (1 H, d), 1 .89 - 
1.97 (2H, m), 2.32 - 2.45 (1H, m), 2.50 - 2.61 (2H, m), 2.72 - 2.87 (3H, 
m), 3.08 (1H, t), 3.37 (3H, s), 3.48 (1H, d), 4.37 - 4.46 (1H, m), 4.46 - 
4.55 (1H, m), 6.98 (1H, dd), 7.25 (1H, d), 7.49 (1H, d), 8.21 (1H, t), 
8.30 (1H, t), 8.48(1 H, t) 


Example 2 step c 


594 (I) 


550 
(M+H) 




(DMSO-D6) 8 1.38 - 1.52 (2H, m), 1.53 - 1.64 (2H, m), 1.84 (2H, d), 
1.88 - 1.98 (2H, m), 2.37 - 2.45 (4H, m), 2.58 - 2.68 (1H, m), 2.74 - 
2.82 (3H, m), 3. 17 (3H, s), 4.37 - 4.50 (2H, m), 6.99 (IH, dd), 7.00 - 


Example 2 step c 









7.02 (1H, in), 7.26 (IH, d), 7.49 (1H, d), 7.61 (1H, d), 7.70 (IH, dd), 
8.23 (lH,d) 




299 (TV) 


525 
(M+H) 




(DMSO-D6) 5 1 .38 - 1 .5 (2H, m), 1 .60 - 1 .70 (2H, m), 1.81- 2.00 
(2H, m), 2.40 (3H, s), 2.41 - 331 (9H, m), 3.35 (3H, s), 3.41 - 3.58 
(IH, m), 4.4 - 4.55 (2H, m), 7.09 (1H, d), 7.34 (1H, d), 7.71 (2H, m), 
7.90 (IH, s), 8.0(lH,m) 


Example 12 


300 (IV) 


489 
(M+H) 




(DMSO-D6) 8 1.10 (3H, t), 1.35 - 1.50 (2H, m), 1.58 - 1.70 (2H, m), 
1 .81 - 1 .97 (2H, ra), 2.25 - 3.20 (1 1 H, m), 3.32 (3H, s), 3.4 - 3.6 (1 H, 
m), 4.25 - 4.6 (2H, m), 6.85 - 7.00 (3H, m), 7.63 - 7.78 (2H, m), 7.90 
(IH, s), 7.98 - 8.02 (1H, m) 


Example 12 


143 (TV) 


465 
(M+H) 




(CDC1 3 ) 5 1.63 - 1.74 (2H, m), 1.78 - 1.88 (3H, m), 1.92 - 2.04 (3H, 
m), 2. 1 9 (3H, s), 2.43 - 2.55 (2H, m), 2.64 ( 1 H, tt), 2.76 - 2.94 (3H, 
m), 3.13 - 3.27 (IH, m), 4.25 - 4.35 (2H, m), 4.82-4.90 (IH, m), 6.74 
(1H, d), 7.07 (IH, dd), 7.1 1 (1H, d), 7.56 (IH, dd), 7.85 (IH, d), 8.25 
(IH, dd), 8.32 (1H, d), 9.19 (1H, dd) 


Example 2 step c 


301 (IV) 


530 
(M+H) 




(CDCIj) 5 1 .57 - 1.71 (2H.ni), 1.80- 1.91 (3H, m), 1.95-2.06 (3H, 
m), 2.20 (3H, s), 2.47 - 2.55 (2H, m), 2.61 - 2.72 (1H, m), 2.79 - 2.86 
(2H, m), 2.91 - 3.35 (2H, m), 3.08 (3H, s), 4.28 - 4.37 (I H, m), 4.69 - 
4.80 (2H, m), 6.74 (1H, d), 6.90 (IH, d), 7.07 (1H, dd), 7.12 (IH, d), 
7.57 (1H, d), 7.79 (IH, dd), 8.32 (1H, d) 


Example 2 step c 



572 (I) 


500 
(M+H) 




(CDC1 3 ) 5 1.37 - 1.66 (2H, m), 1.73 - 1.88 (3H, m), 1.93 - 2.05 (3H, 
m), 2.41 - 2.51 (2H, m), 2.52 - 2.63 (1H, m), 2.75 - 2.86 (2H, m), 2.86 - 
3.09 (2H, m), 3.71 - 3.90 (IH, m), 4.23 - 4.32 (1H, m), 4.77 - 4.93 (1H, 
m), 6.75 (IH, dd), 6.99 (IH, d), 7.27 - 7.32 (3H, m), 7.54 - 7.67 (IH, 
m), 7.57 (IH, t), 7.74 (IH, t), 8.46 (IH, d) 


Example 2 step.v 


120 (IV) 


480 
(M+H) 




(CDCIj) 6 1.46 - 1.66 (2H, m), 1.79 - 2.01 (6H, m), 2.19 (3H, s), 2.45 - 
2.52 (2H, m), 2.59 (IH, tt), 2.75 - 2.84 (2H, m), 2.92 - 3.20 (2H, m), 
3.74 - 4.00 (IH, m), 4.27 - 4.35 (IH, m), 4.55 - 4.90 (IH, m), 6.49 
(IH, dd), 6.74 (IH, d), 7.07 (IH, dd), 7.1 1 (IH, d), 7.76 (IH, d), 7.88 
(IH, dd), 8.03 (IH, d), 8.48 (IH, d), 8.57 (IH, d) 


Example 2 step c using acid available 
from Bionet Research Ltd., Highfield 
Industrial Estate, Camelford, 
Cornwall, PL32 9QZ. United 
Kingdom 


145 (TV) 


538 
(M+H) 




(CDCb) 6 1.35 - 1.73 (2H, m), 1.77 - 1.89 (3H, m), 1.92 - 2.06 (3H, 
m), 2.19 (3H, s), 2.43 - 2.64 (3H, m), 2.74 - 2.83 (2H, m), 2.83 - 2.94 
(IH, m), 3.00 - 3.12 (IH, m), 3.38 - 3.54 (IH, m), 4.26 - 4.35 (IH, m), 
4.76 - 4.92 (IH, m), 6.73 (IH, d), 7.07 (IH, dd), 7.1 1 (IH, d), 7.70 
(IH, d), 7.98 (IH, dd), 8. 19 (IH, d) 


Example 2 step c using acid available 
from Peakdale Inc. 
109 East Scotland Drive 
Bear, DE, 19701-1756 
USA 


240 (IV) 


465 
(M+H) 




(CDCI3) 8 1.62 - 1.74 (2H, m), 1.77 - 1.86 (3H, m), 1.93 - 2.03 (3H, 
m), 2.33 (3H, s), 2.41 - 2.54 (2H, m), 2.65 (IH, tt), 2.78 - 2.86 (IH, 
m), 2.89 (2H, td), 3.21 (IH, td), 4.21 - 4.35 (2H, m), 4.81 - 4.90 (IH, 
m), 6.67 (IH, dd), 6.78 (IH, d), 7.20 (IH, d), 7.57 (IH, dd), 7.85 (IH, 
d), 8.25 (IH, dd), 8.32 (IH, d), 9.19 (IH, dd) 


Example 2 step c 



267 (IV) 


453 
(M+H) 




(CDClj) 5 1.62 (2H, qd), 1.79 - 2.01 (6H, m), 2.19 (3H, s), 2.43 - 2.52 
(2H, m), 2.64 (1H, tt), 2.74 - 2.85 (2H, m), 3.12 - 3.22 (IH, m), 4.26 - 
4.32 (IH, m), 4.77 - 4.86 (1H, m), 5.24 - 5.33 (IH, m), 6.74 (1H, d), 
6.84 (IH, td), 7.07 (IH, dd), 7.1 1 (1H, d), 7.21 (IH, dd), 7.23 (1H, dd), 
7.60 (IH, dd), 8.06 (IH, d), 8.13 (1H, dt) 


Example 2 step c 


199 (IV) 


470 
(M+H) 




(CDC1 3 )S 1.57- 1.67 (2H, m), 1.81 - 1.88 (2H, m), 1.93-2.01 (4H, 
m), 2.20 (3H, s), 2.50 (2H, td), 2.65 (1H, tt), 2.82 (2H, td), 2.96 - 3.20 
(2H, m), 4.28 - 4.35 (IH, m), 4.74 (2H, d), 6.73-6.75 (2H, m), 7.01 - 
7.12 (3H, m), 7.28 (IH, d), 7.35 (1H, dd), 9.35 (IH, s) 


Example 2 step c 


181 (IV) 


538 
(M+H) 




(CDCI 3 )5 1.50- 1.65 (2H,m), 1.70- 1.83 (3H,m), 1.93 - 2.04 (3H, 
m), 2.32 (3H, s), 2.40 - 2.50 (2H, m), 2.52 - 2.62 (IH, m), 2.76 - 2.92 
(3H, m), 3.01 - 3.10 (IH, m), 3.38 - 3.52 (IH, m), 4.22 - 4.30 (IH, m), 
4.77 - 4.90 (IH, m), 6.67 (IH, dd), 6.77 (IH, d), 7.20 (IH, d), 7.70 
(IH, d), 7.98 (IH, dd), 8.19 (IH, d) 


Example 2 step c 


216(IV) 


526 
(M+H) 




(CDC1 3 ) 5 1 .47 - 1 .66 (2H, m), 1.79- 1 .88 (3H, m), 1 .95 - 2.04 (3H, 
m), 2.32 (3H, s), 2.53 - 2.61 (2H, m), 2.70 (IH, tt), 2.76 - 2.89 (3H, 
m), 2.99 - 3. 1 3 ( 1 H, m), 3.63 - 3.74 ( 1 H, m), 4.27 - 4.33 ( 1 H, m), 4.63 
- 4.77 (IH, m), 6.67 (IH, dd), 6.77 (IH, d), 7.20 (IH, d), 7.50 (IH, dd), 
7.56 (IH, d), 8.09 (IH, d) 


Example 2 step c 



266 (IV) 


480 
(M+H) 




(CDCI3) 5 1.37 - 1.67 (2H, m), 1.76 - 1.85 (3H, m), 1.93 - 2.01 (3H, 
m), 2.32 (3H, s), 2.41 - 2.48 (2H, m), 2.50 - 2.60 (IH, m), 2.77 - 2.85 
(2H, m), 2.86 - 3.10 (2H, m), 3.73 - 3.85 (IH, m), 4.23 - 4.29 (IH, m), 
4.77 - 4.92 (IH, m), 6.67 (IH, dd), 6.77 (IH, d), 7.20 (IH, d), 7.21 - 
7.31 (IH, m), 7.54 - 7.68 (IH, m), 7.56 (2H, t), 7.73 (IH, t), 8.46 (IH, 
d) 


Example 2 step c 


540 (I) 


485 
(M+H) 




(CDC1 3 )£ 1 .69 - 1 .84 (4H, m), 1 .95 - 2.02 (4H, m), 2.43 - 2.53 (2H, 
m), 2.65 (IH, tt), 2.79 - 2.93 (3H, m), 3.18 - 3.25 (IH, m), 4.23 - 4.35 
(2H, m), 4.82 - 4.90 (IH, m), 6.75 (IH, dd), 7.00 (IH, d), 7.31 (IH, d), 
7.57 (IH, dd), 7.86 (IH, d), 8.25 (IH, dd), 8.32 (IH, d), 9.19 (IH, dd) 


Example 2 step c 


204 (IV) 


470 
(M+H) 




(CDCI3) 6 1.57 - 1.67 (2H, m), 1.77 - 1.85 (2H, m), 1.94 - 2.02 (4H, 
m), 2.33 (3H, s), 2.45 - 2.52 (2H, m), 2.61 - 2.69 (IH, m), 2.81 - 2.86 
(2H, m), 2.97 - 3.18 (2H, m), 4.24 - 4.30 (IH, m), 4.74 (2H, d), 6.68 
(IH, dd), 6.73 (IH, d), 6.78 (IH, d), 7.04 (IH, td), 7.20 (IH, d), 7.28 
(IH, d), 7.35 (IH, dd), 9.34 (IH, s). 


Example 2 step c 


104 (IV) 


480 
(M+H) 




(CDCI3) 6 1.49 - 1.63 (2H, m), 1.76 - 2.00 (6H, m), 2.33 (3H, s), 2.43 - 
2.49 (2H, m), 2.59 (IH, tt), 2.79 - 2.85 (3H, m), 3.00 - 3.18 (IH, m), 
3.81 - 3.96 (IH, m), 4.24 - 4.29 (IH, m), 4.67 - 4.83 (IH, m), 6.49 
(IH, dd), 6.67 (IH, dd), 6.78 (IH, d), 7.20 (IH, d)„7.76 (IH, d), 7.88 
(IH, dd), 8.03 (IH, d), 8.48 (IH, d), 8.57 (IH, d) 


Example 2 step c 



243 (TV) 


486 
(M+H) 




(DMSO-D6/CDCU) 5 1.43 - 1.59 (2H, m), 1.73 - 1 .98 (6H, m), 2.32 
(3H, s), 2.43 - 2.48 (2H, m), 2.79 - 2.87 (2H, m), 2.91 - 3.40 (5H, m), 
4.23 - 4.30 (1H, m), 6.68 (1H, dd), 6.78 (1H, d), 7.14 (IH, d), 7.19 
(1H, d), 7.26 (1H, dd), 7.43 (1H, d), 7.51 (1H, s). 


Example 2 step c 




CM 
314 

(M+H) 




(CDC1 3 ) 5 1 .46 - 1 .59 (2H, m), 1 .76 - 2.00 (6H, m), 2.32 (3H, s), 2.44 - 
2.48 (2H, m), 2.54 - 2.59 (1H, m), 2.78 - 2.85 (3H, m), 3.42 (3H, s), 
3.45 (3H, s), 3.79 - 3.92 (iH, m), 4.23 - 4.30 (1H, m), 4.67 - 4.79 (1H, 
m), 6.67 (1H, dd), 6.77 (1H, d), 7.02 (1H, d), 7.15 (IH, s), 7.20(1H, d), 
7.37 (lH.d) 


Example 2 step c 


519(1) 


490 
(M+H) 




(CDCI3) 8 1.61 (2H, qd), 1.77 - 1.85 (2H, m), 1.94 - 2.02 (4H, m), 2.38 
- 2.51 (2H, m), 2.65 (1 H, tt), 2.80 - 2.85 (2H t m), 2.95 - 3.14 (2H, m), 
4.25 - 4.30 (IH, ra), 4.73 - 4.77 (2H, m), 6.73 (IH, d), 6.75 (IH, dd), 
7.00 (IH, d), 7.03 (IH, td), 7.27 (IH, dd), 7.31 (IH, d), 7.35 (IH, dd), 
9.49 (IH, s) 


Example 2 step c 


494 (I) 


558 
(M+H) 




\\'U\->i3) 0 1 ,**o -i.ii \/«i> mj, i./H - 1 .5 J (JH, m), 1 .93 - 2.03 (3H, 
m), 2.42 - 2.50 (2H. m), 2.55 - 2.62 (IH, m), 2.76 - 2.93 (3H, m), 3.01 - 
3.10 (IH, m), 3.40 - 3.50 (IH, m), 4.22 - 4.31 (IH, m), 4.77 - 4.90 (IH, 
m), 6.75 (IH, dd), 6.98 (IH, d), 7.30 (IH, d), 7.67 (IH, d), 7.98 (IH, 
dd), 8.19 (IH, d) 


Example 2 step c 



238 (IV) 


511 
(M+H) 


172-173 


(CDCI3) 5 1.53 - 1.63 (2H, m), 1.82 - 1.89 (3H, m), 2.00 - 2.05 (3H, 
m), 2.05 - 2.61 (3H, m), 2.80 - 2.84 (3H, m), 2.98 - 3.09 (IH, m), 3.03 
(3H, s), 3.77 (IH, br s), 4.41 - 4.45 (IH, m), 4.70 (IH, br s), 6.99 (2H, 
d), 7.21 - 7.26 (IH, m), 7.44 - 7.54 (2H, m), 7.86 (2H, d) 


Example 21 


496(1) 


500 
(M+H) 




(DMSO-D6) 8 1.46 (2H, qd), 1.54-1.61 (2H, m), 1 .65 - 1.88 (3H, m), 
1.89 - 1.97 (2H, m), 2.37 - 2.42 (2H, m), 2.54 - 2.61 (IH, m), 2.73 - 
2.83 (2H, m), 3.04 - 3.17 (IH, m), 3.61 - 3.72 (IH, m), 4.39 - 4.56 (2H, 
m), 6.62 (IH, dd), 6.98 (1H, dd), 7.25 (IH, d), 7.49 (IH, d), 7.87 (IH, 
dd), 7.97 (IH, dd), 8.04 (IH, dd), 8.52 (IH, dd), 8.65 (IH, dd) 


Example 2 step c 


483(1) 


506 
(M+H) 




(DMSO-D6) 8 1.41 (2H, qd), 1.53 - 1.62 (2H, m), 1.68 - 1.82 (2H, m), 
1.89 - 1.96 (2H, m), 2.36 - 2.43 (3H, m), 2.53 - 2.59 (3H, m), 2.74 - 
2.80 (3H, m), 4.39 - 4.45 (IH, m), 6.97 (IH, dd), 7.13 (IH, d), 7.25 
(IH, d), 7.30 (1H, dd), 7.49 (IH, d), 7.66 (IH, d) 


Example 2 step c 


302 (IV) 


498 
(M+H) 




(CDCI3) 5 1 .40 - 1 .74 (2H, m), 1 .79 - 2.02 (6H, m), 2.20 (3H, s), 2.42 - 
2.61 (3H, m), 2.67 (IH, td), 2.74 - 2.84 (2H, m), 3.16 (IH, t), 3.91 - 
4.00 (IH, m), 4.26 - 4.36 (IH, m), 4.58 - 4.78 (5H, m), 6.74 (1 H, d), 
6.76 - 6.79 (IH, m), 6.98 - 7.02 (3H, m), 7.07 (IH, dd), 7.12 (IH, d) 


Example 2 step c 


303 (IV) 


498 
(M+H) 




(CDCI3) 5 1.42 - 1.61 (2H, m), 1.77 - 1.90 (3H, m), 1.93 - 2.03 (3H, 
m), 2.33 (3H, s), 2.41 - 2.49 (2H, m), 2.57 (IH, tt), 2.67 (IH, t), 2.77 - 
2.84 (2H, m), 3.16 (IH, t), 3.95 (IH, d), 4.24-4.29 (IH, m), 4.59 - 


Example 2 step c 









4.77 (5H, m), 6.68 (IH, dd), 6.75 - 6.79 (2H, m), 6.97 - 7.00 (3H, m), 
7.21 (lH,d) 




596(1) 


S18 
(M+H) 




(CDClj) 6 1.43 - 1.64 (2H, m), 1.77 - 1.89 (3H, m), 1.94 - 2.01 (3H, 
ra), 2.41 - 2.50 (2H, m), 2.57 (1H, tt), 2.68 (IH, t), 2.76 - 2.83 (2H, m), 
3.16 (IH, 0. 3.94 - 3.97 (IH, m), 4.24 - 4.30 (IH, m), 4.58 - 4.63 (IH, 
m), 4.68 (2H, s), 4.76 (2H, d), 6.76 - 6.78 (2H, m), 6.98 - 7.00 (3H, ra), 
7.26 (IH, s), 7.31 (IH,d) 


Example 2 step c 


467(1) 


534 
(M+H) 




(DMSO-D6) 6 1.35 - 1.50 (2H, m), 1.52 - 1.65 (3H, m), 1.68 - 1.84 
(2H, in), 1.88 - 1.98 (2H, m), 2.35 - 2.44 (2H, m), 2.54 - 2.61 (IH, m), 
2.73 - 2.82 (3H, m), 3.37 (3H, s), 3.57 (2H, s), 3.60 - 3.71 (IH, m), 
4.38 - 4.56 (2H, ra), 6.98 (IH, dd), 7.07 (IH, dd), 7.24 (IH, d), 7.26 
(IH, d), 7.47 (IH,d), 7.50 (IH, d) 


Example 2 step c 


269 (IV) 


453 
(M+H) 




(CDC1 3 ) 5 1 .55 - 1.68 (4H, m), 1 .75 - 2.01 (4H, m), 2.33 (3H, s), 2.41 - 
2.51 (2H, m), 2.64 (IH, tt), 2.78 - 2.87 (3H, m), 3.12 - 3.24 (IH, m), 
4.21 - 4.29 (IH, m), 4.76 - 4.88 (IH, m), 5.23 - 5.34 (IH, m), 6.67 
(IH, dd), 6.78 (1 H, d), 6.84 (IH, t), 7.19 - 7.26 (2H, m), 7.60 (IH, d), 
8.06 (IH, s),8.13(lH, dd) 


Example 2 step c 


597(0 


546 
(M+H) 




(CDCI3) 5 1.39 - 1.66 (2H, ra), 1.73 - 1.86 (4H, m), 1.92 - 2.03 (2H, 
m), 2.41 - 2.50 (2H, m), 2.53 - 2.63 (IH, m), 2.76 - 2.88 (2H, m), 2.98 - 
3.12 (IH, m), 3.62 - 3.77 (IH, m), 4.24 - 4.29 (IH, m), 4.62 - 4.78 (IH, 


Example 2 step c 









m), 6.75 (IH, dd), 6.99 (IH, d), 7.31 (2H, d), 7.53 (IH, dd), 7.57 (IH, 
t), 8.12 (IH, d) 




598 (I) 


474 
(M+H) 




(CDCb) 5 1.58 - 1.75 (2H, m), 1.80 - 1.88 (2H, m), 1.91 - 2.05 (4H, 
m), 2.53 - 2.61 (2H, m), 2.71 - 2.90 (4H, m), 3.18 - 3.22 (IH, m), 4.27 - 
4.33 (IH, m), 4.84 (IH, d), 5.55 (IH, d), 6.75 (IH, dd), 6.95 (IH, dd), 
7.00 (IH, d), 7.31 (IH, d), 8.09 (IH, s), 8.46 (IH, dd), 8.62 (IH, dd) 


Example 2 step c 


579(1) 


491 
(M+H) 




(CDCU) 8 1.61 (IH, qd), 1.75 - 2.02 (7H, m), 2.42 - 2.51 (2H, m), 2.59 
- 2.67 (IH, m), 2.75 - 2.86 (3H, m), 3.12 - 3.21 (IH, m), 4.23 - 4.29 
(IH, m), 4.76 - 4.85 (IH, m), 5.23 - 5.32 (IH, m), 6.75 (IH, dd), 6.99 
(IH, d), 7. 16 (IH, ddd), 7.30 (IH, d), 7.58 (IH, dd), 8.07 (2H, s) 


Example 2 step c 


599 (0 


487 
(M+H) 




(CDCI3) 5 1.58 - 1.67 (IH, m), 1.75 - 2.02 (7H, m), 2.43 - 2.51 (3H, 
m), 2.59 - 2.68 (IH, m), 2.61 (3H, s), 2.76 - 2.85 (3H, m), 3.12 - 3.23 
(IH, m), 4.23 - 4.28 (IH, m), 4.78 - 4.87 (IH, m), 5.30 - 5.38 (IH, m), 
6.67 (IH, d), 6.75 (IH, dd), 7.20 (IH, dd), 7.30 (IH, d), 7.51 (IH, d), 
8.01 (lH,s) 


Example 2 step c 


600(0 


507 
(M+H) 




(CDCI3) S 1.61 (IH, qd), 1.70 - 2.04 (7H, m), 2.41 - 2.53 (2H, m), 2.63 
(IH, t), 2.73 - 2.88 (3H, m), 3.09 - 3.23 (IH, m), 4.21 - 4.31 (IH, ra), 
4.74 - 4.86 (IH, m), 5.20 - 5.30 (IH, m), 6.75 (IH, dd), 6.99 (IH, d), 
7.19 (IH, d), 7.30 (IH, d), 7.55 (IH, d), 8.04 (IH, s), 8.19 (IH, s) 


Example 2 step c 



304 (TV) 


505 
(M+H) 




(CDCIj) 6 1 .57 - 1 .68 (2H, m), 1 .82 - 2.01 (6H, m), 2.46 - 2.54 (2H, 
m), 2.46 (3H, s), 2.59 - 2.69 (1 H, m), 2.73 - 2.90 (3H, m), 3. 10 - 3.23 
(1H, m), 4.32 - 439 (1H, m), 4.76 - 4.85 (1H, m), 5.22 - 5.32 (IH, m), 
6.75 (1H, d), 7.14 - 7.27 (2H, m), 7.58 (IH, dd), 8.07 (2H, s) 


Example 2 step c 


601 (I) 


487 
(M+H) 




(CDCIj) 6 1 .55 - 1 .65 (1H, m), 1 .75 - 2.01 (7H, m), 2.40 (3H, s), 2.44 - 
2.50 (2H, m), 2.63 (1H, qt), 2.73 - 2.86 (3H, m) t 3.10 - 3.22 (IH, m), 
4.22 - 4.28 (1H, m), 4.75 - 4.86 (IH, m), 5.22 - 5.34 (IH, m), 6.66 
(IH, dd), 6.75 (IH, dd), 6.99 (IH, d), 7.30 (IH, d), 7.34 (IH, s), 7.97 
(IH, s), 7.99 (I H,d) 


Example 2 step c 


343 (I) 


566 
(M+H) 




(CDC1 3 ) 6 1 .39 - 1 .65 (1 H, m), 1 .77 - 1 .89 (4H, m), 1 .94 - 2.03 (3H, 
m), 2.43 - 2.50 (2H, m), 2.54 - 2.62 (IH, m), 2.77 - 2.90 (3H, m), 3.03 - 
3.13 (IH, m), 3.53 (3H, s), 3.65 - 3.74 (IH, m), 4.26 - 4.31 (IH, m), 
4.26 (2H, s), 4.69 - 4.79 (IH, m), 6.75 (IH, dd), 6.99 (IH, d), 7.26 - 
7.35 (3H, m), 8.00 (IH, d) 


Example 2 step c 


603 (I) . 


526 
(M+H) 




(CDCIj) 5 1 .49 - 1 .58 (2H, m), 1 .76 - 1 .84 (3H, m), 1 .90 - 2.01 (4H, 
m), 2.44 - 2.48 (2H, m), 2.53 - 2.59 (IH, m), 2.78 - 2.82 (2H, m), 2.78 - 
3.00 (5H, m), 3.15-3.19 (IH, m), 4.24 - 4.29 (IH, m), 4.96 (2H, s), 
6.74 - 6.80 (2H, m), 6.99 (IH, d), 7.31 (IH, d), 7.66 - 7.70 (2H, m) 


Example 2 step c 


534(1) 


543 
(M+H)| 




(CDCI3) 5 1.49 (3H, t), 1.57 - 2.00 (6H, m), 2.43 - 2.52 (2H, m), 2.56 - 
2.62 (3H, m), 2.67 (3H, s), 2.78 - 2.84 (3H, m), 3.10 - 3.19 (IH, m), 


Example 2 step c 









3.74 (IH, d), 4.25 (IH, dquintet), 4.42 - 4.49 (2H, m), 4.76 (IH, d), 

6.75 (IH, dd), 6.99 (IH, d), 7.23 (IH, d), 7.30 (IH, d), 8.09 (IH, s), 
8.60 (IH, d) 




5(11) 


474 
(M+H) 






Example 2 step c 


6(11) 


468 
(M+H) 




(DMSO-D6) 5 1.39 - 1.45 (IH, m), 1.54 - 1.93 (6H, m), 2.32 - 2.39 
(2H, m), 2.49 - 2.53 (2H, m), 2.72 - 3.02 (4H, m), 3.29 - 3.32 (2H, m), 
4.31 - 4.34 (IH, m), 6.75 - 6.79 (IH, m), 7.08 (IH, ddd), 7.30 (2H, dt), 
7.49 - 7.56 (2H, m), 7.76 (IH, t), 8.24 (IH, dd) 


Example 2 step c 


7(H) 


453 
(M+H) 




(DMSO-D6) 8 1 .45 - 1 .69 (5H, m), 1 .84 - 1 .99 (3H, m), 2.40 (2H, t), 
2.59 - 2.66 (IH, m), 2.73 - 2.92 (3H, m), 3.03 - 3.14 (IH, m), 3.69 - 
3.76 (IH, m), 4.31 -4.37 (IH, m), 4.55 -4.61 (lH,m), 6.78 (IH, dd), 
7.09 (IH, ddd), 7.31 (IH, dt), 7.69 - 7.78 (2H, m), 8.49 - 8.65 (2H, m), 
9.15 (IH, dd) 


Example 2 step c 1 


8(11) 


441 

(M+H) 




(DMSO-D6) 5 1.34 - 1.45 (2H, m), 1.52-1.61 (2H, m), 1.76 - 1.86 
(2H, m), 1 .87 - 1 .96 (2H, m), 2.33 - 2.44 (2H, m), 2.56 - 2.63 (1 H, m), 
2.72 - 2.81 (3H, m), 3.05 - 3.14 (IH, m), 4.29-4.38 (IH, m), 4.51 - 
4.61 (IH, m), 5.09 - 5.19 (IH, m), 6.73 - 6.79 (IH, m), 6.94 - 6.99 
(IH, m), 7.04 - 7.12 (IH, m), 7.28 - 7.34 (2H, m), 7.61 (IH, dd), 8.30 
(!H,s),8.56(lH,dt) 


Example 2 step c 



305 (rv) 


514 
(M+H) 




(DMSOD6) 8 1.42 - 1.51 (2H, m), 1.60 - 1.93 (6H, m), 2.41 - 2.47 
(2H, ra), 2.41 (3H, s), 2.54 - 2.60 (1H, m), 2.72 - 2.80 (2H, m), 3.05 - 
3.15 (1H, m), 3.29 - 3.35 (1H, m), 3.60 - 3.71 (1H, m), 4.44 - 4.54 (2H, 
m), 6.59 - 6.64 (1H, m), 7.07 - 7.13 (1H, ra), 7.31 - 7.38 (1H, m), 7.86 - 
7.89 (1H, ra), 7.95 - 7.99 (1H, m), 8.01 - 8.07 (1H, m), 8.50 - 8.54 (1H, 
m) t 8.63- 8.67 (1H, m) 


Example 2 step c 


306 av> 


531 
(M+H) 




(DMSOD6) 5 1.39 - 1.95 (8H, m), 2.40 (3H, s), 2.42 - 2.47 (2H, m), 
2.55 - 2.63 (2H, m), 2.72 - 2.81 (2H, m), 2.94 - 3.09 (2H, m), 3.42 (3H, 
s), 4.14 - 4.32 (1H, m), 4.46 - 4.54 (1H, m), 7.10 (1H, d), 7.36 (1H, d), 
7.49 (1H, d), 7.78 (1H, d) 


Example 2 step c 


307 (IV) 


525 
(M+H) 




(DMSO-D6) 5 1 .39 - 1 .95 (9H, m), 2.42 (3H. s), 2.44 - 2.48 ( 1 H, ra), 
2.55 - 2.6 1 ( 1 H, m), 2.70 - 2.83 (2H, m), 2.99-3.10 (1H, m), 3.29 
(3H, s), 3.41-3.52 (2H, m), 4.46 - 4.58 (2H, m), 7.11(1 H, d), 7.36 
(1 H, d), 7.66 (2H, dd), 7.99 (2H, dd) 


Example 2 step c 


308 (IV) 


512 
(M+H) 




(DMSO-D6) 8 1.60-4.25 (18H, m), 4.55-4.80 (1H, m), 5.22-5.45 (1H, 
m), 7.05 (IH, t), 7.75-7.82 (2H,m), 7.85 (1H, s), 8.00-8. 1 8(2H, m), 
8.60 (1H, s), 9.63(lH,brs) 


Prepared in a similar manner to 
Example 15 and isolated as the 
trifluoroacetate salt 


1(V) 


509 
(M+H) 


87-88 


(DMSO-D°)6 1.11 - 1.18(2H, m), 1.36 - 1.53 (4H, m), 1.63-1.78 
(2H, m), 2.07 (2H, t), 2.48 - 2.52 (2H, m), 2.81 - 2.84 (4H, m), 3.01 - 
3.04 (2H, m), 3.27 - 3.27 (3H, m), 3.49 - 3.50 (1H, m), 4.44 - 4.53 (1H, 


Example 2 step c 









m), 7.15 - 7.18 (1H, m), 7.44 - 7.45 (1 H, m), 7.50 - 7.53 ( 1 H, m), 7.69 - 
7.76 (2H, m), 7.90 (1H, t), 7.98 - 8.02 (IH, m) 




2(V) 


510 
(M+H) 




(CDC1 3 ) 8 1.38 - 1.48 (3H, m), 1.59 (1H, br s), 1.81 - 2.07 (4H, m), 
2.34 (2H, t), 2.55 - 2.60 (1H, m), 2.84 - 2.92 (3H, m), 3.07 (4H, s), 3.21 
(1H, br s), 3.60 (1H, d), 3.68 (1H, br s), 4.74 (1H, br s), 6.41 (1H, dd), 
6.64 (iH, d), 7.16 (1H, d), 7.62 - 7.70 (2H, m), 7.97 - 8.02 (2H, m) 


Example 12 


3(V) 


523 
(M+H) 




(DMSO-D6) 8 1 .42 - 1 .56 (4H, m), 1 .64 - 1 .86 (4H, m), 2.33 (2H, t), 
2.54 - 2.61 (IH, m), 2.76 - 2.85 (IH, m), 2.87 - 2.93 (2H, m), 3.04 - 
3.12 (IH, m), 3.28 (3H, s), 3.36 - 3.44 (IH, m), 3.48 - 3.57 (IH, m), 
4.47 - 4.55 (IH, m), 7.70 - 7.77 (2H, m), 7.80 (IH, d), 7.91 - 7.95 (2H, 
m), 8.00 (1H, dt), 8.14 - 8.16 (IH, m) 


Prepared in a similar maner to 
Example 1 2 using (3,4-DichIoro- 
phenyl)-piperidin-4-yl-methanone 
hydrochloride (free base was made 
insitu using triethylamine 


310 (IV) 


478 
(M+H) 


169-170 


(DMSO-D6)8 1.29- 1.40 (2H,m), 1 .53 - 1.62 (2H, m), 1.71 - 1.77 
(2H, m), 1.89 - 1.96 (2H, m), 2.35 - 2.42 (2H, m), 2.45 - 2.49 (IH, m), 
2.68 - 2.79 (4H, m), 3.70 (3H, s), 4.10 - 4.17 (2H, m), 4.38 - 4.45 (IH, 
m), 6.78 - 6.82 (2H, m), 6.98 (IH, dd), 7.25 (IH, d), 7.30 - 7.34 (2H, 
m), 7.49 (IH, d), 8.30 (IH, s) 


Example 26 using 4- 
Methoxyphenylisocyanate 


311 (IV) 


466 
(M+H) 


217 


(DMSO-D6) 8 1 .29 - 1 .40 (2H, m), 1.53- 1 .62 (2H, m), 1 .72 - 1 .78 
(2H, m), 1 .89 - 1 .96 (2H, m), 2.36 - 2.42 (2H, m), 2.44 - 2.49 ( 1 H, m), 
2.71 -2.79(4H, m),4.1l - 4.17 (2H, m), 4.38-4.45 (IH, m), 6.98 
(IH,dd), 7.05 (2H,t), 7.25 (IH,d), 7.45 (2H,tt), 7.49 (lH,d), 8.50 (lH,s) 


Example 26 using 4- 
Fluorophenylisocyanate 



312 (TV) 


494 
(M+H) 


170-172 


( DMSO-D6) 6 1 .29 - 1 .40 (2H, m), 1.52 - 1 .62 (2H, m), 1 .72 - 1 .78 
(2H, m), 1.89 - 1.96 (2H, m), 2.36 - 2.42 (2H, m), 2.43 (3H, s), 2.44 - 
2.48 (1H, m), 2.71 - 2.79 (4H, m), 4.15 (2H, d), 4.38 - 4.45 (1H, m), 
6.81 (1H, d), 6.98 (1H, dd), 7.15 (1H, t), 7.24 - 7.27 (2H, m), 7.43 (1H, 
t), 7.49 (1H, d), 8.48 (1H, s) 


Example 26 using 3- 
(Methylthio)pheoylisocyanate 


313 (IV) 


462 
(M+H) 


178-179 


( DMSO-D6) 8 1.22 - 1.34 (2H, m), 1.52 - 1.61 (2H, m), 1.65 - 1.72 
(2H, m), 1.88 - 1.95 (2H, m), 2.33 - 2.46 (3H, m), 2.61 - 2.76 (4H, m), 
3.99 - 4.05 (2H, m), 4.22 (2H, d), 4.37 - 4.44 (1 H, m), 6.97 (1H, dd), 
7.04 (1H, t), 7.18-7.31 (6H, m), 7.49 (1H, d) 


Example 26 using Benzyl isocyan ate 


314 (IV) 


492 
(M+H) 


166-167 


( DMSO-D6) 8 1.21 - 1 .32 (2H, m), 1.51 - 1.61 (2H, m), 1.64-1.71 
(2H, m), 1.88 - 1.95 (2H, m), 2.32 - 2.46 (3H, m), 2.59 - 2.67 (2H, m), 
2.69 - 2.76 (2H, m), 3.71 (3H, s), 4.01 (2H, d), 4.14 (2H, d), 4.37 - 4.44 
(1H, m), 6.83 - 6.87 (2H, m), 6.94 - 6.99 (2H, m), 7.14 - 7.18 (2H, m), 
7.25 (1H, d),7.49(lH, d) 


Example 26 using 4- 
Methoxybenzylisocyanate 


1 1 c /rvr\ 
JI> \lv) 


a on 
4oU 

(M+H) 


21)9-2 1 0 


(DMSO-D6) 8 1.21 - 1.32 (2H, m), 1.52-1.61 (2H, m), 1.65-1.71 
(2H, m), 1.88- 1 .95 (2H, m), 2.32 - 2.46 (3H, m), 2.60 - 2.68 (2H, m), 
2.70 - 2.76 (2H, m), 4.01 (2H, d), 4.19 (2H, d), 4.38 - 4.44 (1H, m), 
6.97 (1H, dd), 7.05 (1H, t), 7.1 1 (2H, t), 7.24 - 7.29 (3H, m), 7.49 (1H, 
d) 


Example 26 using 4- 
Fluorobenzylisocyanate 



s 



MS = Mass Spectrum has been obtained using either APCI+ or ES+ or ES- 
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Operations and is not part of the Official Record 



BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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